with this compound at 2.8 Å resolution (Table 1) . The We present here the crystal structure of yeast CT complex with CP-640186 was obtained by soaking crysdomain in complex with CP-640186 at 2.8 Å resolution. tals of the free enzyme with this compound, and the The compound has tight associations with the active crystallographic analysis showed clearly defined elecsite of the enzyme but has a distinct mechanism of inhibiting the CT domain as compared to the FOPs. CP-640186 may block the binding of the biotin substrate to 
Results and Discussion
The numbers in parentheses are for the highest resolution shell.
The Overall Structure
To reveal the molecular mechanism for the inhibitory
action of CP-640186 ( Figure 1B) , we have determined tron density for the inhibitor ( Figure 1C ). The current electron density was observed based on the crystallographic analysis, but it could not be confidently interpreatomic model has excellent agreement with the observed diffraction data and the expected chemical pated in terms of the amino acid sequence of the protein.
As a result, about 40 residues are absent from the currameters (Table 1) , and 86% of the residues are in the most favored region of the Ramachandran plot (data rent atomic model at the C terminus. This additional electron density is located in the dimer interface. Delenot shown).
There are three molecules of the CT domain in the tion mutants missing the C-terminal segment are monomeric in solution and catalytically inactive (unpublished crystallographic asymmetric unit, and they have essentially the same conformation. The rms distance between data). equivalent C␣ atoms of any pair of these monomers is 0.4 Å . Two of the monomers form a noncrystallographic Binding Mode of CP-640186 CP-640186 is bound in the active site of the CT domain, dimer ( Figure 1D ), whereas the third monomer is situated near the crystallographic 2-fold axis and forms a crystalat the interface between the two monomers of the CT dimer ( Figure 1D ). The compound is present in all three lographic dimer. The organization of these two dimers is also similar, with rms distance of 0. 
